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CLAIMS 

1. A method for the identIfica:ion of heterc -associating (poly)pept[des conr prising the 
. steps of: 

(a) providing a library A of (poly)pi2ptides/proteins comprising {po:y)peptides 
Am having the general formula: 

VAQU<EXVKTLXA:<i:YEL>:SXV(3RLXEXVAQL 

wherein X represents a mixture of E. h. Q, and R. and wherein Z represents a 
mixture of N and V 

(b) providing a library B of (poly)peptides/proteins comprising (pol /)pftptides 
Bn having the general formi la: 

vdelxaxvdqlxd:<2!yal>txvaqlxkxvekl 

wherein X represents a mtcture of E. K, Q, and R. and wherein Z represents a 
mixture of N and V; 

(c) combining in a common med.um the (poly)peptides/protein:» o? said 
libraries A and B; and 

(d) screening or selecting for a sere enable or selectable property caused by 
the hetero-association of a (poly)peptide /\m with a (poly)peptlde Bn. 

2. The method of claim 1 wherein. said libraries A and B are provided by providing 
libraries of nucleic acid sequences oncocing said (poIy)peptides/proteins followed 
by causing or alloVving the expression of said libraries of (poly)peptides/pr steins. 
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The method of claim 2 wherein said common medium are host cells, each cell 
harbouring nucleic acid sec uences encoding a (poly)peptide/protein of each of said 
libraries A and B. 

The method of claim 3 wh^reiin said (po y)peptides/proteins of said libreries A and 
B further comprise either a N- or a C-terminat fragment of the murine DHFR 
enzyme, and wherein said screenabie cr selectable property is insensiiivity of the 
host cell to trimethoprim by reconstit.4ion of the DHFR enzyme tm hetero- 
association of (poly)peptides Am and Bn. 

A hetero-associating (po!y)feptlde flm tal cen from the list of: 

(a) WinZipAt: VAQLEE-KVKTLRAOrJYELKSRVQRLREQVAQL - 

(b) WinZipA2: VAQLREiRVKTLRAQNYELESEVQRLREQVAQL 

(c) WinZlpAS: VAQLQHKVKTLRARrJYELKSEVQRLEEKVAQL 

(d) WinZipA4: VAQLEEOVKTLQARNYELKSKVQRLKEKVAQL 

(e) WinZipA5:VAQLEERVKTLRAQfJYELKSKVQRLEEQVAQL 

(f) WinZlpA6: VAQLEEQVKTLEAEMYELKSKVQRLRERVAQL 

(g) WinZipA7: VAQLQEIOVKTLEAQIJYELESEVQRLKEQVAQL 

(h) WinZlpAB: VAQLEERVKTLXAEMYELESEVQRLKERVAQL 

(i) WinZipA9: VAQLEEKVKTLKAKNYELKSKVQRLKEKVAQL 
0) WlnZlpAlO: VAQLQEEVKT-QAENYELRSEVQRLEEEVAQL 
(k) WinZipAl 1 : VAQLR ERVKTLRAFNYELQSKVQRLKERVAQL 

A heterd-associating (poly)p-3ptlde Bn takfsn from the list of: 

(a) WinZipBliVDELQAEVDQUQDEtJYALKTKVAQLRKKVEKL 

(b) WinZipB2: VDELKA=VDQLQDQr4YALRTKVAQLR(^EVEKL 

(c) WinZipBS: VDELEA E\/DQU<DQMYALKTKVAQLQKQVEKL 

(d) WinZipB4: VDELRA O/DQLQDEMYALETEVAQLQtSRVEKL 

(e) WinZlpBS: VDELEAEVDQLEDQNYALQTRVAQLEKRVEKL 

(f) WinZipBS: VDELKAKVDQLKDKNYALRTKVAQLRKKVEKL 



! (g) WinZipB?: VDELR/^QVDQLQDKNYALRTRVAQLKKRVEKL 

(h) WinZipBB: VDELQaEVDQLQDC NYALRTQVAQLKKKVEKL 

' (i) Win2ipB9: VDELRAQVDQI.EDCNYALETQVAQLEKEVEKL 

0) WinZipBIO: VDELClAKVDQLKDENYALQTKVAQLQKRVEKL 

(k) WinZipBH: VDELF AEVDQLEPI-INYALRTRVAQLRKQVEKL 

7. A method for the identificalicm of optimized hetero-associating (poly)pt}ptides by 
using a hetero-associating ( poly)peptlde of claims 5 or 6 in a method according to 
anyone of claims 1 to 4, wharein a iietero-associating peptide WinZipAm of claim 5 
is used instead of library A of (poly)peptiiles/protelns comprising (poly)pe pticies Am 
In step (a) of claim 1 , or wharein a neteroassociating peptide WjnZipBn of claim 6 
is used instead of library B of (polyjpeptides/proteins comprising (poly)pi3pti(1es Bn 
in step (b) of claim 1. 

8. An optimized hetero-associeiting (poly)pe otide obtainable by the method «)f claim 7, 

9. A pair of hetero-associating (polyjpeptide 3 taken from the Ijst of: 



(a) 


WinZipAl and Win2:ipB1 


(b) 


WinZipA2 and WinzjpBI 


(c) 


WinZipAl and Win2:ip B2 


(d) 


WinZipAS and Win2lp B3 


(e) 


WinZipA4 and Win2ip B4 


(f) 


WinZipAS and WinZ ip 85 


(g) 


WinZipA6 and WinZJp B6 


(h) 


WInZlpA? and WlnZIp 87 
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(i) WInZlpAS and Winilip B8 



0) WinZipA9 and Wm7Jp B9 

(k) WinZipAIOand WiiiZip BIO 

(I) WinZipAII and WinZipBI I , 

|0. A (poly)peptide/protein comprising one Df the hetero-associating (poly)Feptides of 
claims 5 or 6, or an optimized hetero-asaoclating {poly)peptide of claim 8, and a vurther 
I poIy)peptide/protei.n, 

11. A (poly)peptide/protein of claim 1 0 wherein said further (poly)peptide/proteln is an 
enzyme, a toxin, a cytol<lne, a me tal binding domain, a transcription factor, a r=ierrber of 
the immunoglobulin superfamily, a bioactive p eptide of 5 to 15 amino acid rt sidues, a 
peptide hormone, a growth factor, a lectin, a liooprotein, a' peptide which Is atle to bind 
to an independent binding entit/, or a ftnctional fragment of any sad further 
(poly)peptide/protein. 

12. A hetero-associated (poly)peotide/:jrotein comprising at leist two 
(poly)peptide/proteins of claims 10 or ll assc dated by hetero-association of a hetero- 
assoclatlng (poly)peptide Am and a hetero-assc-ciating (poly)peptide Bn. 

13. A DNA sequence encoding a hetero-associating (poly)peptlde of claims 5 or 6,. an 
(^ptimized hetero-associating (pcly)peptfde oi claim 8, or a (poly)peptjde/|:.rbtein of 
claims 10 or 11. 



14. A DNA sequence encoding a hetei'o-asfiociating (poly)peptide wherein jaid DNA 
sjequence hybridizes under stringent condition-'i to a DNA sequence encoding a hetero- 
associating (poly)peptide of claims 5 or 6. 



15, 
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A vector comprising a DK A sequence of claim 13 of 14. 



16. A vector comprising DNA sequer ces € needing at least 
of claims 10 or 11, comprismg at lea&t a hetero-associating 
hetero-associating {poly)peptlcle B.^ 



17. A host cell containing at U^ast one vectt)r of claims 15 or 16 



tvvo (poly)peptiile/proteins 
{poly)peptide A^ and a 



18. A host cell of claim 17 which is a mamtnalian, preferably 
an insect cell, a plant cell, or a bacterial,. preferably E.coji cell. 



luman cell, a yeast cell, 



19. A method for the production of a hetero associating 
an optimized hetero-associating (poly)peptide of claim 8, a 
claims 9 or 10, or a hetero-assoclated (pc)ly)per)tide/protein of cIs 
culturing the host cell of claims 17 or 18 in a suitable mediu^ 
(poly)peptide or said (poly)peptido/protein prociuced by said hosi 



20. A pharmaceutical composition comprising th 
(poly)peptide/protein of claim 12. 



21. A diagnostic composition (omprising th^ hetero-associat^d (poly)peptic e/p'otein 
of claim 12. 



(poly)|Deptide of claims 5 or 6, 
;poly)peptide/Drot9in of 
im 12, which uomprises 
, and recovorincj said 
cell. 



B hetero-a ssociated 



22. A kit containing at least ono of 

(a) a hetero-associating (poly)peptide of claims 5 or 6, 
associating {pbly)peptlde o claim 8, or e (poly)peptide/pro 
or a hetero-associated (poliOpeptid^/proteih of claim 12; or 

(b) a vector of claims 1 6 or .17. 



an optimized hetero- 
eln of claims 10 or 11, 



